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Learning to tolerate ourselves
On  <addart type=”rel” doi=”10.1084/jem.20080611”>page 139, Duty et al. find self-reactive B cells in healthy adults that might harm their own 
body if given the chance.
Checkpoints during B cell development ensure that immune cells won’t confuse the self for 
an intruder. At birth, many B cells express self-reactive receptors. Most of these potentially 
harmful cells are either set straight by rearranging new receptors or are eliminated before leaving 
the bone marrow. Yet a minority manages to escape, slipping into the periphery as mature B cells 
with a propensity for self-attack.
In healthy mice, autoimmunity is avoided because most self-reactive escapees, which 
classically express high levels of IgD and reduced IgM, are arrested in an anergic state. But until 
now, a similar population of anergic, autoreactive B cells hadn’t been found in humans.
Duty et al. have now spotted these cells in the blood of healthy adults, where they accounted for 
2.5% of peripheral B cells. These cells turned out to be mature and autoreactive, bearing no signs of 
antigen encounter in vivo. The cells were also anergic, as they had faulty signaling in response to BCR 
ligation. These defects were overcome, however, when the authors gave cells a strong enough signal.
Autoreactive B cells are common in patients with autoimmune diseases, such as lupus or 
rheumatoid arthritis (RA). And the authors suspect that the new population may contain the 
precursors of these troublemaking cells. Lapses in early steps of self-tolerance have been shown to 
contribute to disease in patients with lupus or RA. Alternatively, suggests author Patrick Wilson, 
anergy may fail in these patients, allowing self-sabotaging cells to run free.
Why the body silences these potentially mutinous cells after they escape rather than putting 
them to death is unclear. Perhaps, suggests Wilson, a limited amount of autoimmunity isn’t such 
a bad thing, as long as it’s not chronic. For example, anergic cells might help attack pathogens 
disguised as self-antigens.
No spark can break a heart
A little SPARC may help a broken heart rebound, according to Schellings et al. on  <addart type=”rel” doi=”10.1084/jem.20081244”>page 113.
Like other extracellular matrix proteins, SPARC helps to heal wounds by modulating cell–
matrix interactions and promoting cell proliferation, migration, and angiogenesis. Here, Schellings 
et al. find that SPARC uses its wound-healing skills to form strong scars that help prevent cardiac 
rupture after a heart attack.
Mice lacking SPARC developed normal, healthy hearts. But after a heart attack, SPARC-less 
mice—particularly males—had a hard time recovering. Without the protein, which is known to 
bind directly to type I collagen, the normally strong and structured collagen bundles that form at 
the site of injury were loose, creating a disorganized scar. Similar collagen defects are seen in 
healing skin when SPARC is absent.
When people (or mice) suffer heart attacks, SPARC levels are known to rise. The protein also 
appears to be elevated in people with chronic heart dysfunction. Predicting that SPARC provides 
a protective service to hearts trying to heal, the authors overexpressed SPARC after heart injury in 
normal mice. As expected, mice with more SPARC survived longer. In nonheart cells, SPARC 
amplifies signals induced by TGF, a cytokine with known heart-healing properties. Indeed, 
treating SPARC-deficient mice with TGF rescued collagen deposition and hastened healing.
Whether SPARC expression varies in humans has not yet been examined, but low levels 
could be an underlying factor in heart recovery. And as matrix proteins tend to decrease over time, 
diminishing SPARC expression may help explain why the elderly suffer higher rates of mortality 
after heart attacks. The authors suggest that in the future, treating people with recombinant 
SPARC might help heart attack victims recover.
Snail silences suppressor
The Snail protein has a new carcinogenic trick up its sleeve, according to Massoumi et al. on  <addart type=”rel” doi=”10.1084/
jem.20082044”> page 221.
In many different types of cancer, the transcriptional repressor Snail helps tumors spread by 
dampening the expression of the sticky E-cadherin molecules that hold adjacent cells together. 
Now, Massoumi et al. show that Snail also promotes tumor cell division by shutting off the tumor 
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